INTRODUCTION
============

Epithelial-myoepithelial carcinoma (EMC) was first described by Danath *et al*. in 1972 and classified by the World Health Organization (WHO) in 1991 as a rare low grade of malignancy tumor, representing about 1% to 2% of all primary tumors of salivary glands \[[@R1],[@R2]\].

The average age of patients diagnosed is 60 years and approximately 55% of them are women ^1^. In 80% of cases EMC affects the parotid gland. The second most frequent site is the submandibular gland, in 10% of the cases \[[@R1]-[@R3]\].

The histology of this neoplasm is unique over the others, since it is characterized by presenting two distinct cell populations: one composed by myoepithelial cells, that are apparently larger, with clear cytoplasm, and arranged around the other cell population, which features in a centrally and generally in an inferior arrangement \[[@R4]\].

Light microscopy and staining with hematoxylin-eosin, in general, are the basis for the diagnosis of EMC \[[@R4]\]. Treatment is varied and the surgical incision with a safety margin is strongly recommended. Subsequent radiation and chemotherapy may be necessary \[[@R2],[@R4]\].

This report brings a rare presentation of EMC in the oral mucosa with high-grade transformation.

CASE REPORT
===========

A male patient, aging 61 years, presented himself to a public reference dental clinic and reported a \"lump in the cheek bothering for 8 years\". This lesion had been previously removed, but presented local recurrence. The patient\'s medical history showed no major pathologies on his systems and he denied drinking, smoking or cancer in the family.

On intra oral examination, the left buccal mucosa showed a lesion with tumor aspect. It had the same color of normal mucosa, was hard, showed slow growth and exophytic and sessile deployment. It also had a smooth surface and a well-defined boundary (Fig. **[1](#F1){ref-type="fig"}**).

Therefore, imaging examinations were requested. The coronal CT scan with soft tissue and hard tissue window revealed a nodular area with soft tissue density, limits partially clear, measuring 2x2x1cm (Fig. **[2](#F2){ref-type="fig"}**). We conducted an incisional biopsy and histopathological examination stained with hematoxylin-eosin which revealed dense proliferation of oval or elongated cells, consistent with a picture of unspecified neoplasm of salivary gland. We also conducted an immunohistochemical examination to clarify the histogenetic origin of the lesion.

So, under local anesthesia and through an elliptical incision, with a safety margin of 1cm we did the removal of the lesion. Then this new specimen was sent for histopathological and immunohistochemistry analysis to confirm the histogenetic origin of the lesion (Fig. **[3](#F3){ref-type="fig"}**).

The histology revealed ductal formations showing an inner layer of cuboidal cells. It also revealed proliferation of polygonal cells arranged in a solid way (Fig. **[4](#F4){ref-type="fig"}**).

The immunohistochemical evaluation was positive for antibodies AE1/AE3, S-100, p63 and Ki-67 in about 25% of neoplastic cells, resulting in a profile consistent with an epithelial-myoepithelial carcinoma with high-grade transformation (Fig. **[5](#F5){ref-type="fig"}**, **[6](#F6){ref-type="fig"}**, **[7](#F7){ref-type="fig"}** and **[8](#F8){ref-type="fig"}**). The patient was referred to an oncology service to follow up the case.

DISCUSSION
==========

Epithelial-myoepithelial carcinoma (EMC) was first described in 1972 by Danath *et al*. There are only a few cases reported in the literature until now \[[@R5],[@R6]\]. Historically, the lesion has been reported with different terminologies, and sometimes regarded as a benign neoplasia, until WHO, in 1991, defined it as a malignant neoplasm of the salivary gland \[[@R1],[@R3],[@R4]\].

Most authors have reported that the lesion is more prevalent in adults, with higher incidence in the seventh decade of life \[[@R3],[@R5],[@R7]\]. The females are affected in 60% of the cases \[[@R1],[@R3],[@R5],[@R7],[@R8]\]. Disagreeing regarding this tendency of female gender involvement, this and some other reports affected male patients \[[@R7]\].

EMC most commonly affects parotid and submandibular glands, followed by minor salivary glands. It has various sites of presentation as the basis and the womb of the tongue, nasal cavity, lacrimal glands \[[@R1]-[@R4],[@R9]\]. EMC also has a report involving another type of gland, as well as a report in bronchia \[[@R10]\]. Stands out as rare a presentation of EMC in the oral mucosa, especially because this is a variant of high-grade transformation.

Classically, EMC presents behavior of low malignancy \[[@R1],[@R3],[@R4]\]. In this clinical report, it was verified an exception, when it was identified a high degree of transformation tumor. It agrees with another study \[[@R7]\], which described the histological and immunohistochemical picture of three other cases of EMC classified as high-grade transformation. According to Roy *et al.* \[[@R7]\], the criteria for defining high degree of transformation in EMC must include margins of the lesion showing infiltration, cellular atypia, disorganization of the external myoepithelial layer and the need for complementary examination to prove its histogenetic origin. Such characteristics were identified in the case described herein.

In this report, was highlighted by the patient that the current lesion corresponded to a local recurrence, which agrees with Matos *et al*. \[[@R1]\], who reported a case of local recurrence after four years of the removal of the lesion and also agrees with Esposito *et al*. \[[@R4]\], who refereed a variation on the locoregional recurrence in percentage terms, ranging from 28% to 50%. Additionally, these authors emphasized that the EMC has a low mortality rate, but also has a strong local and regional aggressiveness, whether it presenting high or low degree of transformation.

Histopathologically, the EMC has rounded epithelial cells, clear polygonal cells and a myoepithelial component in a solid arrangement that may resemble other salivary gland tumors. The differential diagnosis involves mainly myoepithelial carcinoma (MC), pleomorphic adenoma (PA) and adenoid cystic carcinoma (ACC) \[[@R2],[@R3],[@R5]-[@R7]\].

To properly differentiate EMC from other similar salivary gland neoplasms, is necessary a careful histopathological examination, which seeks to identify the presence of two cell populations: epithelial and myoepithelial cells. The identification of a solid ductal arrangement with an inner layer of epithelial cells and an outer layer of myoepithelial cells, can be done on EMC. However the PA, ACC and MC may have similar structural components depending on the degree of cellular differentiation. On these occasions, special techniques such as immunohistochemistry should be performed \[[@R2],[@R5],[@R7]\].

The EMC diagnosis is usually based on microscopy, however, in cases similar to that described (with a high degree of transformation), the use of immunohistochemistry in the diagnosis consists in one of the prevailing alternatives for closing this framework \[[@R7],[@R8]\].

Regarding the choice of antibodies used in immunohistochemical assessment of this case, the anti-p63 is a selective marker for nuclear staining, with a significant markup for myoepithelial cells \[[@R3],[@R7]\]. This report corroborates the information from van Tongeren *et al.* \[[@R3]\], that the marked expression of p63 protein reveals its participation in the morphogenesis of the EMC.

The S-100 protein can be used for differential diagnosis between EMC and ACC, which also possesses two cell layers. However, the positive staining for S-100 protein in ACC only occurs in the inner layer duct, and while in EMC it only is positive in the external ductal layer as can be seen in this case report \[[@R2],[@R3]\].

The Ki-67 protein is related to cell proliferation. It is found throughout the entire cell cycle, and it can bring additional data regarding the biological behavior of the lesion. According Seethala, Barnes and Hunt \[[@R6]\], myoepithelial cells of the EMC demonstrate high proliferative and mitotic activity, indicating the significant Ki-67 positivity in the myoepithelial component. In the case presented here, it is emphasized that this protein has facilitated the understanding that it is a variant of high degree EMC.

In a similar case to the reported here, Matos *et al*. \[[@R8]\], confirmed the diagnosis of EMC using the technique of immunohistochemistry. They did it using cytokeratin 7 and 8, which showed positivity in the internal ductal structures and also using smooth muscle actin (SMA), which was positive in the external cells. In this case we used the antibodies to cytokeratin AE1/AE3, confirming a cell group of epithelial origin and finally observing, along with other immunohistochemical findings, a profile consistent with epithelial-myoepithelial carcinoma with high grade transformation \[[@R7]\].

According to the literature, the treatment is varied and the main method is surgery with a safety margin and if necessary, subsequent using of radiotherapy and chemotherapy. In some cases, treatment may include enlargement of the incision and neck dissection with lymph node emptying \[[@R2],[@R4],[@R7]-[@R9]\]. In the present clinical case the initial treatment was a local surgical incision with safety margin, even without prior confirmation of a malignant lesion of salivary gland. Since it was confirmed the malignant nature of the lesion, the patient was referred to an oncology service.

In conclusion, it is noteworthy, therefore, the importance of critical and reflective evaluation by the dentist as well as diagnostic and prognostic value of histopathology and immunohistochemistry, especially for cases of malignant tumors that do not exhibit clinical features that may characterize such condition.
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![Clinical Overview: **A** - (smaller increase) tumor appearance, color of mucosa, slow and exophytic growing, sessile deployment, smooth and well delineated surface. **B** - major increase.](TODENTJ-6-111_F1){#F1}

![Axial CT scan showing a nodular image with sharp boundaries in part, measuring approximately 2.0x1.0 cm. **A** -- CT soft tissue window. **B** -- CT hard tissue window.](TODENTJ-6-111_F2){#F2}

![Excisional biopsy: **A** - wedge incision. **B** - removal of debris. **C** -- suture. **D** - surgical specimen.](TODENTJ-6-111_F3){#F3}

![HE, 200x: ductal formations showing inner layer of cuboidal cells and also proliferation of solidly arranged polygonal cells.](TODENTJ-6-111_F4){#F4}

![Immunohistochemistry, 200x - Protein positivity for AE1/AE3 proteins in the inner cuboidal cells of the ductal formations.](TODENTJ-6-111_F5){#F5}

![Immunohistochemistry, 200x - Diffuse staining for S100 protein in tumor cells.](TODENTJ-6-111_F6){#F6}

![Immunohistochemistry, 200x - Nuclear staining for p-63 protein.](TODENTJ-6-111_F7){#F7}

![Immunohistochemistry, 200x - Intense nuclear staining for Ki67 protein in several tumor cells.](TODENTJ-6-111_F8){#F8}
